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(57) CS*^;] 

0. i^SJ!£^llWfl.o 



(2 

1 

[000 1 1 
[0002] 

[mm<7)tim] u^. m-^. wmc^i^m^m, 

^^i^y^^-xmm. ^ d :t y^^-xmmmcotK 
rnx^^yyi^ym^zm-^i^xm^^tifci^coxh 

m<'m'ixmm^tix\^t:. 

[0003] iSip, ifefficTJii^^Ji^ Ull= 

i*is,iHfia^cojg« ^ im-t ^^^^zmmt. z (7)Bi.miz 
im^comm^f'tm < ^ ^ t a^bj *^ t =5r o t § 

eifli«c. mc^-t-JSi:. mmf^ikwrntmrnLx . ^ 

r>X^fz. 

[0004] zh^<^^m^'?-ii. &s!\im&x/m\H& 
■^yfy^jyyr^'^j—h^Vi.mfitchcnx'hh. ^fc. 

[0005] Zil^<7)dib. ^U^i-yyr 
mm^i<r,V :^y}^fthZt ti-mhi)-ttj:-oX ^ 3t . 
^U9^yyr^ 'J-Wijfli^rtSMflatCi^itfl. e- 
■^\y9^y (Bevilacqua. M.P. et al. (1987) Proc. N 
atl. Acad. Sci., USA, 84,9238-9243), rSlt-fkJJl/jNS 
tCf|i|$tlSP--t^7^>'(Geng, J.G. etal. (199 
0) Nature, 343, 757-760) . ajfllE^tCff^-ri. L — b 40 
I^^'f-XLey, K. etal. (1991) Blood. 77 , 2553-255 

5 ) <7)3ffi*i#^£-rs*\ ztt^(^mm')^'yY\i. 

Ti;;He» J)i.V>{iJ/ry/He«(Lowe, J.B. etal. (1 
991) CELL, 53, 475-484: Philipis, et. al. (1990) S 
cience, 250. 1130-1132; Magnani, J. L. 81991) Glycob 
iology, 1, 318-320)T'$)-l.i;|6]5E$ixTl'>.&« 

[ 0 0 0 6 ] -e^T', '>£L^mhMzts:'or>->hh--mjn 

%wm.mzmti> imj^mz , ^m^(n>w^ih'mm}^ 
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2 

^^y^ifLfzimi:m^-ti>fMz, -bl^^f-yco'J 
:tfyVX-^^i^T>J)ULe^ -^i^Tl»;ULe' ^mMW[^^ 

i^^Lxif^m^miLXo t-t^mi^ti^^$tix\>^i. 

[0007] 

mmx'h f^w^^h „ 

[0008] ^l^xro-^ H^KJi^JiSiKi-flitfi^jti 
xD^J A^l^v \ t V ^ 3 ran*'*) -5 , 

[000 9] Sic, -feW7f->(7)'j//>'HX'j)Si-r'; 

[0010] *%Bj{i_hiepp^ii^,icjs;^T^$^ifcic7) 

\zhh. 
[00 11] 

[|!ISS:)lli^-ri.7^v:i6cO¥f5] *l&BM4>Ji. ±iaaW 
venom factor, OTCVFfcBgle) ^%Win^H--th 

zh\,zx'omm^f\.h . ^'^mrn'msmMy 'J^ji- 
».&t/'/x{i-eioti*>'. Mioui'tigattsDfa::^, ^mz 

i^dtiiSkRU'5.:th'^/l-:^^i^y—^ (MPO) vSttSr 

^^twi-f-i. zt:b-(,. ijimmt Lx^mTh h z 

[0012] -t^j:hh. *l60H<7)tn;ife^ffl(i. KMit^ 

^y:fv^'mm/xii^<:r)m^WM^t Lx^^-t 

[0013] ar. ^WMi,z':>\,^xMt u^mmimitf 
xtmizmmti. 

[0014] 3|s^BS{:fc(,^TeSi?-ft;^f-y5}- ij a'mu. 

^^y:^vd-m^if^mi,zwMitix'i%i^tiih<^^m 
■ mmmi^zj: ^±mif^mzmDn7Hmm.x'i^(>ixh 

N-r-bf-;l'^'';P3-tf (ClcNAc) 'J :/V-T$> 

^mxh?>^^yizi\:KX7\<.iznr^mmm^0i^\ ^ 

hLXVmi.nmm^ixXH'O , Uzif-^X . KW\,zn 



(3) 
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CH,OSO,H / CH,OSO 

-0 



m&mmm, m^7iii,zn Lxm\)f-ti> ^ 1 1 j; oto 

[0017] KSS^L^f->':t y ^IgcO-JEj^^-fC 1 
coo 18] 

[-fbi] 




NBCOCHa 



c 0 0 1 9 ] ^fc, *^BJ■r'fflv^i,KK•^k^f-y^ y 3- 

[00 20] ife/s, *3%0H{cioi,^TeiiS?-ft;=3ff-y:ty:^' 
iK(7)tgti, :^^y'^At£, ;^y'>AJS. ;i7;Ui^>t7AtS, 

[002 1 ] *i&Bfl<7)tjiiftffi^fiJ{i. mk^^yjj- y 3^ 

< . -e mmi^zi^ t x . mn(0Mm&c^mmi.zmm $ a 
X, mm. mm, mmmm^m^^i^tL^^, ^tihn, 

Mmzli. mH£, m\t LT{±, ?L«. -b/l-o-x 

rnb-U->':?'y a-;Hf;6^-fflv^<;>il, Mvf^fili: tXii. 
^ y xx^l^ y y ;ph- h VjI \l9 >•xxf•y^ 
»^*^'fflv^^>i^s. 40 

[0022] im^m^mmcry^k 1 a^'/^ oos^ 

Sii, KM-fb^f-y^j-yrfMt LT. MP«*§-^0.1 ~ 
1.0 g. t?Mrtc7)J^-&10~100 ng, lffil*II*I<7)J^50~30 

0 mg. j^T, ^l*)<7)*i-^30— 150 nigSr. 1 H 1 HXIift 

mz-9{mLx^'kH--th(hi)mt.\^^^. ttz. ^mmiL 
xi±. muf, mstLx^h&mmzm^L, xiixr 
i'-m<mx'ifyA, mm. jiK^^cigfflL. *)^v^{±^ 

(^mikmi'y^^J:^m(0'^&mi. mm'<?mm^mzx 



NHCOCH, 



( n=0~8 ) 

^ [0023] 

tc, CVF^WmP^tS.^-tlZti,zX'0Mm-^ti6. M 

^ V-StA'/Xti L — fe ^ f - y ffi^ttOifeffi^rT/P 
(c, riB?{L^f-y:ty amtAVXJif cr)^^ta4-f-|. 

tf (MPO) -iS\ti^mi,zmmi-i:it 

t^h. mj^tzi:Km.^Wii:^'thij<7)X'hht\.^th. 

[0024] Ztlli. Wmt^^y:^ y n'MSlA'/XJi 
■f <5Dig*^", -b U ^ f-y CO y :^y K t LT^^ffl L . rn^CT) 
fc =5r S e « h to-ff fc <?)-b U- ^ ^ y L 

[0025] -ttchh. ±MMm%m=iif)V^m\^XX 

i''j-~yy^hi,^m±. b 1^ ^ f - > e ja 
x\ fi;<i)^m-m. mumAmmw^&mmiaduit 

respiratory distress syndrome: ARDS) ^(O^Wiifc 

iiihmjz^m'$)^tM^^ix. Lfzt-'^X. 
f-y^-y 3-mi//X{±^(7)Ja{i, m^cr>-Amzni,x 

i,zt-h-h. 'ksiimhLxwkX'om.m^ixxm . 

[0027] ^c. mYb^f-y^y :f«^lOf/X{±-?- 

(r)mi , ^«{c . A:ftife*-r I. c i: ^^^tg-c'S) D . mm 
mt.zi:,mi\x'hh. 

[0028] 



(4) 



^m¥8 - 1 6 5 2 4 3 



[0029] mmmi 

=^^y^V^'mX'hh^h7-hy:^-:^ ([GlcNAc)4 ) 
200 mgt . ■ hO^+JUTi ym^t^ {TJl-V <J 
^itM) 400 nigt^. i^';><f-;l'*;l^jUTS K6iiilt?§ftl 

[0030] nuif^Rmmi:MSi7i^yrx'<mmmL 

ffiaa<?5 h y 7;Ujf Dibits: jDiT , SSTtc. 1 ^r^i 

X. mm {W<.n^^m) m.i %<ri<m.\^^^yii 

yn'S ([GlcNAc)4-S03H) 190 i»gS-#7t. 
[00 3 1] ^Mf?i|2 

-;^5r. ^h'^>':?:t-X ([GlcNAc]6 ) \Z\\t. ht 

\mim\\ ti5i«(cLi:, KK^t* (kii^**) *n 

3.5%(r>mm-it^i-y:t'Jzfm ((G1cNAc)5-S03H) 200 m 
[0032] iSilfai (t)iife3£ftsjf]c7)|FfffifS,^) 

( 1 ) »^&(r)Mm'i^RV^Bik&'tT/\^Wm<7)i^f& 

mnmi. 2X''i%^tLf.l{G\cMch-S03\{^ [G1cNAc)6-S0 

hf^Mz^ mMitthm(r>{c\cmc]i (gicnacJb t 

[0033] ^h.^ixC^mmiV.i . 1 mg/kg m&x\ 

1 mg^ '>-mMT)v y i. y/n,\^mkisy7mmzmt)-' l . 

[0034] ttz. ay-y (Naja naja)ffl#^7!)>A> , Ti 
ll'^<7):^rffi(J. Clin. Invest., 69,1126-1135 (1982) ) 

[ 0 0 3 5 ] 7 y h ( Ittt, Long Evans. 250-350g) 

iz, mm^mmm^. o-smimnrnm^^u^m. 

lkg^i^j020U(7)C VF2r, '^sj- t> ^jji^T'^^y a y 

( 0.5/xc i ) Rf^^Kmmy ••/ h^'fmt ti^izmm. 
[00 3 6] cvF^ik^ixij-i^smrs^miz. ^ 

■y h $r , 1 kgE^Tt: 0 100 mg(?)JgS!^:J' S yTfSSs L 
[0037] ^cof^, 30^rBlll-C\ McOllll^^t , ti't^ 



m^-n-LX. PH7.4 O'jyi?i!»ffil0mlS:ffl»ri-rj«?#i 

[ 0 0 3 8 ] ^fc, mmmy •/ hti, ««ift«&t5-^ 

mmmm^mm Ltza!/\-±iit mmizmmttz. 
[0039 ] ffipcoifeffi^, mcr>ik'Sm&^(^mizttti!k 

10 (cioTiiJEL/:;. Jflll=^iitt<7)ti::#c(i. SL/:iB$ti# 

t*it=ffffi^^i2M- •>>'ii?fr;i'7"$yMtSg««oifcSr 

wz^m<r>m 1 ml tt^tc^it-^-i. wfg*(i^t-r s wfi 

[0040] ^ti^-fi. mm^nmc v fs-^^ -y h 
nmm. mmm ^ vmm^^m&Mmmt tx . 

20 l!$ii^J£c0PIWvStt^ Tieo^ 1 izX LJt. 
[004 1] 

mi ] {%) =100 x( (mrn^i^v. 

m-mmmm) / (mtMmm-mmtmm) ) 

[0042] ( 2 ) U'i'mimcOtmt LTO«5x 
imRl!i(r>Lo-"o<r>mmi: lXtJ^mcr)A'S*'t:>mm 

MPOvStt^rilteLTt:. 

30 [ 0 0 4 3 ] ^'J .y h<7)-^^t7)M$l*| 

L, }Xl'>T-ttaiL/i&. ^iigSr^ML/:; (Warren;^, 
J. Clin. Invest.. 84, 1873-1882. 1989), 

[ 0 0 4 4 ] ±15 { 1) X'n(>rifzmmsi,^ , m.mm 

(SOmM'JyggJs, pH6.0 ) 6inl5:fflt\ 
-tLT rpolytronj ( Tokmar Co.,i^. y-(TjU4l,Z 
fSS) SrfflfflUT. 40#r^*^y-:>--^XL>t, <*:v%T\ 

4"c, 3oooxg(7)^f^T-c\ soj^mm'H-^mLfzik. ±m. 
m'pcoMP o-im^ . (y-i^T--:yy^^TX\ H2O2COM 

40 »A»<i> t Jt ^> 1,460 nmcOSiTteffiO^-fC^aiS-r S d 

bi,zi.*)mmLfz, 

[004 5] ( 3 ) m 

* 1 tCS^-f . 
[0046] 
[^1] 



(5) 
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8 





(ling/kg »m) 








MPO 




[GlcNAc] 4-SO3H 


28 ((,05) 


31«.05) 


40 «. 02) 




[GlCxNAc] 4 


2.2(N. S.) 


oa S.) 


-2(N.S.) 




[GlcNAc] 6-SQ3H 


37((.05) 


38«.05) 


20 «. 042) 


imm2 


[GlcNAc] 5 


-4.5(N. S.) 


-6.6(N.S.) 


-2(N. S.) 



[0047]*! co^^^ii^h . mmm 1 , 2 cossK-fb^ 

U:^StJ:t«LT. ^T'^S (CVF) 
St;:'5xh'<;l.^df>-r-^f (MPO) ^IrStcPlS-r 



[0048] ( 4 ) M.m'&<num^^. 

C 0 0 4 9 ] -e<7)*SS. LD6o>5 g/kgfS>-o/c. t 



* [0050] 

mthztizxo. rkm<nmmx'h&&iisLmkM.'Sf^i^ 

mmbc^-t^^^y^iYtfdm^m.mL. ifesms. 



